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lH-Isoindole-1, 3 (2H) -dione, 4-amino-2- [ (3R) -3-methyl-2 , 6-dioxo-3- 
piperidinyl] - 
C14 H13 N3 04 
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Absolute stereochemistry. Rotation (-) . 
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=> d 16 1-3 ti abs bib 

L6 ANSWER 1 OF 3 HCAPLUS COPYRIGHT 2008 ACS on STN 

TI Methods and compositions using immunomodulators for the treatment, 

prevention or management of dysfunctional sleep and dysfunctional sleep 
associated with disease 

AB Methods are disclosed for treating, preventing and/or managing 

dysfunctional sleep, including but not limited to, dysfunctional sleep 
associated with chronic neurol. or inflammatory condition such as pain and 
neurodegenerative disorders, which comprise the administration of one or 
more immunomodulatory compds . or a pharmaceutically acceptable salt, 
solvate, stereoisomer, clathrate or prodrug thereof, alone or in 
combination with known therapeutics. Pharmaceutical compns., single unit 
dosage forms, and kits suitable for use in methods of the invention are 
also disclosed. Immunomodulatory compds. include e.g. 
4-amino-2- [2, 6-dioxo (3-piperidyl ) ] isoindoline-1 , 3-dione. 
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ANSWER 2 OF 3 HCAPLUS COPYRIGHT 2008 ACS on STN 

Methods of using and compositions comprising immunomodulatory compounds 
for treatment, modification, and management of pain 

Methods for treating, preventing, modifying and managing various types of 
pain are disclosed. Specific methods comprise the administration of an 
immunomodulatory compound, or a pharmaceutically acceptable salt, solvate, 
hydrate, stereoisomer, clathrate, or prodrug thereof, alone or in 
combination with a second active agent and/or surgery, psychol. or phys . 
therapy. Pharmaceutical compns., single unit dosage forms, and kits 
suitable for use in methods of the invention are also disclosed. 
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TI Methods of using and compositions comprising immunomodulatory compounds 
for treatment, modification and management of pain 

GI 




AB Methods of treating, preventing, modifying and managing various types of 
pain are disclosed. Specific methods comprise the administration of an 
immunomodulatory compound of formula (I), or a pharmaceutically acceptable 
salt, solvate, hydrate, stereoisomer, clathrate, or prodrug thereof, alone 
or in combination with a second active agent and/or surgery, psychol. or 
phys . therapy. Pharmaceutical compns., single unit dosage forms, and kits 
suitable for use in methods of the invention are also disclosed. 
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L7 63458 PAIN 
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L6 IS NOT VALID HERE 

For an explanation, enter "HELP DISPLAY". 
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L9 ANSWER 1 OF 2 HCAPLUS COPYRIGHT 2008 ACS on STN 

TI Method of using, and compositions comprising, immunomodulatory compounds 
for the treatment and management of myeloproliferative diseases 

AB Methods of treating, preventing, and/or managing a myeloproliferative 

disease are disclosed. Specific methods encompass the administration of 
an immunomodulatory compound, or a pharmaceutically acceptable salt, 
solvate, hydrate, stereoisomer, clathrate, or prodrug thereof, alone or in 
combination with a second active agent, and/or the transplantation of 
blood or cells. Particular second active agents are capable of 
suppressing the overprodn. of hematopoietic stem cells or ameliorating one 
or more of the symptoms of a myeloproliferative disease. Pharmaceutical 
compns., single unit dosage forms, and kits suitable for use in methods of 
the invention are also disclosed. 
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for the treatment and management of myeloproliferative diseases 
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TI Methods of using and compositions comprising immunomodulatory compounds 
for the treatment and management of myeloproliferative diseases 

AB Methods of treating, preventing and/or managing a myeloproliferative 

disease are disclosed. Specific methods encompass the administration of 
an immunomodulatory compound, or a pharmaceutically acceptable salt, 
solvate, hydrate, stereoisomer, clathrate, or prodrug thereof, alone or in 
combination with a second active agent, and/or the transplantation of 
blood or cells. Particular second active agents are capable of 
suppressing the overprodn. of hematopoietic stem cells or ameliorating one 
or more of the symptoms of a myeloproliferative disease. Pharmaceutical 
compns., single unit dosage forms, and kits suitable for use in methods of 
the invention are also disclosed. The immunomodulatory compound is especia 
4- (amino) -2- [2, 6-dioxo ( 3-piperidyl ) ] isoindoline-1 , 3-dione or 
3- ( 4-amino-l-oxo-l , 3-dihydroisoindol-2-yl ) piper idine-2 , 6-dione . 
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Methods of using and compositions comprising immunomodulatory compounds 

for the treatment and management of myeloproliferative diseases 

Methods of treating, preventing and/or managing a myeloproliferative 

disease are disclosed. Specific methods encompass the administration of 

an immunomodulatory compound, or a pharmaceutically acceptable salt, 

solvate, hydrate, stereoisomer, clathrate, or prodrug thereof, alone or in 

combination with a second active agent, and/or the transplantation of 

blood or cells. Particular second active agents are capable of 

suppressing the overprodn. of hematopoietic stem cells or ameliorating one 

or more of the symptoms of a myeloproliferative disease. Pharmaceutical 

compns., single unit dosage forms, and kits suitable for use in methods of 

the invention are also disclosed. The immunomodulatory compound is especially 

4- (amino) -2- [2, 6-dioxo (3-piperidyl) ] isoindoline-1 , 3-dione or 

3- (4-amino-l-oxo-l, 3-dihydroisoindol-2-yl ) piperidine-2 , 6-dione. 
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TI Methods of using and compositions comprising immunomodulatory compounds 
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pain are disclosed. Specific methods comprise the administration 
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TI Method using dialkyl ethers and other compounds for treating arthritis, 
cartilage damage, and other interleukin 6-mediated conditions 

AB The invention discloses combinations, compns., and methods using or having 
a substituted dialkyl ether, substituted aryl-alkyl ether, substituted 
dialkyl thioether, substituted dialkyl ketone, or substituted alkyl 
compound, or a pharmaceutically acceptable salt thereof, as an active 
component for preventing or treating osteoarthritis, preventing or 
inhibiting cartilage damage, preventing or treating rheumatoid arthritis, 
improving joint function, alleviating pain, including joint 
pain, and the like in a patient in need thereof. Compds . of the 
invention include e.g. 6- ( 5-carboxy-5-methyl-hexyloxy ) -2 , 2- 
dimethylhexanoic acid calcium salt (CI-1027) . 
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TI Treatment of low back pain and whiplash-associated disorder 

with, for example, a monoclonal antibody, an antisense oligonucleotide, or 

an MMP inhibitor 

AB The use of a substance that inhibits disk-related nerve-irritating 

substances for the production of a pharmaceutical composition for treatment of 

low 

back pain and/or whiplash-associated disorder (WAD) is disclosed. 

The substance that inhibits disk-related nerve-irritating substances is, 

e.g., a monoclonal antibody, a soluble cytokine receptor or a receptor 

antagonist, an antisense oligonucleotide, an MMP inhibitor, a quinolone, a 

thalidomide derivative, an inhibitor of IL-1, IL-6, IL-8, or IFN-y, and 

a nitric oxide or eicosanoid blocking substance. Also a method for 

treatment of low back pain and/or whiplash-associated disorder 

(WAD) is disclosed. For example, a male patient diagnosed with sciatica 

due to disk herniation and whiplash-associated disorder (pain in 

the region of the neck that radiated out into both arms after a vehicle 

accident) was treated with an i.v. injection of 2.5 mL of Orthogen (an 

IL-1 receptor antagonist) dissolved in 2.5 mL saline. The day after the 

injection, the patient reported that the sciatic pain was 

markedly reduced. His problems in the neck region were also greatly 

improved and minor stiffness in the neck and the radiating pain 

in the arms had more or less disappeared. At the follow-up examination 1 wk 

later, he reported that he only suffered minor pain in the legs 

and also in the neck. Four weeks after the injection, the patient 

considered himself free of symptoms, and this was the case also at the 

final follow-up examination at 8 wk. 
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TI Use of a TNF inhibitor for the treatment of low back pain 

AB The use of a tumor necrosis factor (TNF) inhibitor for the production of a 
pharmaceutical composition for treatment of low back pain and in 
particular of low back pain due to local irritation of 
annulus-related nerve fibers by disk derived substances is described. 
Also a method for treatment of low back pain is disclosed. For 
example, a patient was given infliximab, a selective monoclonal antibody 
that inhibits only TNF, at 5 mg/kg for treatment of low back pain 

Approx. 1.5 h after completing the administration the patient started 
to feel symptoms of relief regarding his pain. The improvement 
was found to be dramatic at the follow-up examns. and persisted during 4 
wk . 
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TI Formulations of adenosine Al agonists 

AB A method of treating conditions associated with pain and 

alleviating the symptoms associated with it comprises administering to a 
mammal an adenosine Al agonist or a salt or solvate and an NSAID, e.g., a 
COX-2 inhibitor. The present invention also provides pharmaceutical 
formulations and patient packs comprising the combinations. Thus, 
(2S, 3S, 4R, 5R) -2- (5-tert-butyl- [1, 3, 4] oxadiazol-2-yl) -5- [6- ( 4-chloro-2- 
fluorophenylamino)purin-9-yl]tetrahydrofuran-3, 4-diol (I) was prepared in a 
series of steps by the reaction of 

(3aS, 48, 6R, 6aR) -6- ( 6-chloropurin-9-yl ) -2 , 2-dimethyltetrahydrof uro [3, 4- 
d] [ 1 , 3 ] dioxole-4-carboxylic acid with 2 , 2-dimethylpropionic acid hydrazide 
followed by the cyclization of the resulting compound, and subsequent 
treatment with 4-chloro-2-f luoroaniline and deprotection . I and 
2- ( 4-ethoxy-phenyl ) -3- ( 4-methanesulf onylphenyl ) pyrazolo [1,5- 
b] pyridazine (COX-2 inhibitor), were administered at 1% to rats. The 
compds. showed inhibition of carrageenan-induced edema and allodynia. 
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